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[J&JR3 ^^ft^rtiBBe»«ffli©If^fflfcSI®KIR« 



(2) 

* [fl:l ] 

* 

Rl n m^t coor4 

(O)n 



5-1 12559 



( I J 



NR 6 t*$nS7SyS(R 6 . R 6 til^— XttffiM 
5nT*tS^. ffiR7;^/H. ^^u7M^I. 

) x«^<i:fc im<ommm^^rtsmffmL< 
\±^ma<wmmmx'$> o x gj&g l < t±#s8itf>igi5t 
sis < fa l , ty* ^v-i^t <7>&ts&mi±mmm'pcom 
mm^) &wm-&. r* t±*ftig^x{;MK«7VMf/u- 

n{±0, lXi£2£SIK-r-&. ffiU R 1 tR 2 &*tl 
■£tuicm%&-C*>K). X*«NHI-5ni!lt*-5t. R 

§ fi* 4 - t 5 y - 5 - 1 u s i^yfinr^ymsmw - 

[0 o O 1 ] 
[00021 




wziwme 1-85384-?^ &mm6 1-20527 

«if 1-13 2 5 8 1 ^&*H3^iBttOfl: 
[0003] 

cot. fumim.. mrnem* ms. fi^^nsiiWH^* 
a <r t ^ibsi t -r & . 

[0004] 

mfctim*&mm&4-T s y- 5-ey 5 isy/m, 

30 ♦ /K + ATPaseWlfffffl (rnhy^TlW 
[0005] TIE— *ts« (Ht 

4 - r 5 y - 5 - t: y s 

[0006] 
[-(E2] 

R 3 

n^V coor4 

(I) 



I 

(O)n 



[00 0 7] CsW. R« , R 2 l±m— XtifflMSr-pT ART/I^n^f v-TA^-O^ tHD^f^7^*i, 7 ^ 



S„ R 3 t±R 5 NR6t*§^7SyS (R5 , R6 fc* 



V^/PSS-^r. ) XJ±ii«5:< *> lflnfiHHK?- Sr# 



I 



(3) 
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m&T)V^)\sm$:WfctZ> . XliNR 7 (R 7 

£«Hfc*r&. nliO s lXli:2£Si*^-&. fSU R 1 
£R 2 ^iX-TiX*mig- : F'r ?> 0 . X^NHlOn^l 
t*oT, R 3 #*N, N-a:^ 

[00081 JzIS—flfcS C I ) fcr*5tt& Ri . R2 . R 

T^O*P<^-t^T^^. Ri , R2 £LTfcfc. Tfcifl 
M-T. *^~)V&^ Ji^-tum^ rnt;H, V~Tvj\^)V 

[00 0 9] R 3 ^R 5 NR G T^£:fx& T ^ S^C7)i% 
^R5 , R6 tLTte. Tkmm^. A^)V&^ 

ry;H. 2 -/nt^;H, 2-tFrMf^jc^- 
2-^h^r^-^/^S. 2-.xh*>a:-?7l^ 

±*r. r 3 Tfmmmtois&wmt LTk*. i 

-troy s^nn^ t^ty s/y^ 3, 5->*-x*^t: 
^yy/i, ^e^*u 2, e-^^i^e/i^y * 



1 ~ tr^^ a~~7 ^ 1 - tr^^ 
V-l-^/i*. 1. 2, 4-b'J7V-l-f;Hi, 

10 Wff4LV\ 

[0011] X*>NR7 tf)*g£-COR? i: LTfct. 
^ **)vm^ x-f-^S. :rotr;U3£. >f y 

[0012] WgmWteWtmZtlhmt LT«l„ i&jg 
^^o^rflSffiSg,. L-r/i^f->\ L-rxA^^y 

[001314/c. 4c«m(C«« *L£*fc^<0*«i* 
[0014] C I 3 fc««*>3r&-?Wi'C 

[00 15] 
[*fc3] 



SCH 



CI 



COOR 4 



cm 



1 R '" H 



^rVscH,^ 




.COOR 



Cla) 



10 0 16] C^t*», B 1 , Ft 2 . R. 3 



(4) 
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S^'V. 1, S^rift'S^o C 5- 6. O] -7-v? 



[0017] . <%c?>tt.4 iz^-TJ: o tzfoSWl C I 
[00 18] 



[-fc4] 



S CH-Z^N 



sir' 



I 



COOR' 



Cla) 



nV°° R4 




Clb) 



[ O 0 1 9 ] CiC*. R 1 , R 2 » R 3 KXSXlimsib 
^tT-ft 1 ?, R 4 MmST^JV^^ n{±lX«:2£^ 

fS-rs., 3 

[ o o 2 o i zcoBa&tzwa-ez zmitrnt m 



[0021] it&m c i b 3 1*. ac<ofl:5 t^-r 

30 J:5t2ftefl| CHID fcatR' -HT*8W7.i 
i: £ft 3 [g« ic LTiGft-C& & . 

[0022] 
[<fc5] 



R 1 



( 5) WWl^S-l 1 2559 

8 

COOR 4 




R 2 <0) n 



I 



R 8 — H 



R 3 



R 1 



.COOR 4 




nV 

\ S CH a V Clh3 



R 2 X (O)n 

C^4». R l . R* . R 3 &t*Xliiwffi*:|E3tT-& *) . * a} fc&M C I a} XtiYb^ C I b} £^1=8! 

R 4 liffl&KT/Mrrt-SfcmfeU nt±lX(±2S:Sl*-r 20 ^TflD?fcfr«?-r&.r i: fcr J: OSSJSf £ 6 . 

3. 3 [0024] 

[00 23 J *3£HJHI:£!BJ C I } R 4 tfyitmm [^6 1 

T'C* -1.-^-^1. -tt:i*t>Vz<nil 6 -c^-r-fk^fei C i * 

R 3 



R 1 N^?r' CO ° R4 



S CH,^ Cla) , (lb) 

I 



r'2 <0) n 

Hz O 



i 



R 3 



R 1 N X.COOH 



CIc) 



R 2 (O)n 

[00 2 5] CSS*. R> . R 2 , R 3 &l^Xt±HU^fc « [ 0 0 2 7 ] HuKSUEfcrii^ rfit^ffc L/CJfltvfc-fl^ft 

HtT* 1 ). R 4 Ufi*T***«i»L. niiO, CUD CHI 3 ]aT«0**t«fc *)$mt&Zh 

[0026] &±.<wa<vxnbixttmi<teim c i [002s] 

a), c i b } c i c ) <vmmmiz.wt&izi\hi& im-i 



(6) 



ftffisps-l 1 2559 



NH 



l o 



c l CH a -<"".HC, + R r OCH= ^^ 4 R4 



CIVD 



IIA 



1 



CV) 



CICH 




N, 



iC x >- SH CV,I] 



COOR 4 




cviin 



ISC 



POCI, 



IS 



SCH 



D 1 



CI 



COOR 4 



(in 



SCH a 
I 

(O)n 



CI 



COOR 



(III ) 



[oo2 9] ess*, r 1 . r 2 &xfx.i±mztmt~c 
r 4 iasMrn-^ium^mmL^ r 8 i^imt 

[0030] ^TJEllSHKl^Bj C IV} tt, ^'-v- ^ * 
^ JflVif— y^ySXhU- (Jornal of 
Organic Chemistry), 2 6^, 41 



* 6. 

[0031] X^A 

cvi 3 mmit&m cm fc-fb-^ c v j 
*sthy^A N Mthy^A. «K*y«>A, 



2 (1961) let a®tfXfr3;krfe r> Tf# -S C: i: j5 4 T' £ *50 -ffc^U^, *aHfc-J- h U , tMJWb^fi' 



1 1 

/K 7*Dv*y— /i/, ^t3fi?->\ fb^h^?^ 

•z-Jl < , %tfmmzmm 2—24 u^ratr* * .> 

[OO 3 2] USB 

te&m cvnn -fb^fe cvn tit^ cvii 3 £_t 
[ o o 3 3 ] itc 

it&m (ins. -fk^fsa cvnn tttzsmtv^ZK 
>\ fj^'v. n. n ^ ^-)vt— v >mcr>^mmm 

#*J: < . 5tflSB$fSJi)l?g0 . 5 — 2 4«fiaT-ft^ . 
[ O O 3 4 ] IgD 

-ft^jfe cm 3 -ft^i cm &mM:4crtjmtm 
[ o 0 3 5 ] *wm:&fa c 1 J &t^a^wt=ffiFW$ 

Real* ixHsfgrc*>i>. mzmimmmizi^ mmm. 
mm. Bmrnm^mmx-ma^xit^mamzist^- 

AlBSO^l 5 0 0mg. »*L<tt20- 8 0 0mg 

«>M0i*rc9isfiN*u ihi mxiimmizftifxisi^- 

[0036] *%Hg-ft^% C I D JXttm?*ttctt«3 

»er**. JWBWi: LTtt. ?U* V n— >X;p-^ N 

jJfU b'^/PTVt-ri— /K ^Ub'n/l^Ji— tvK xfrt-fe 
/Pa— X, j(f;H:^n-X, 7*^b'T-*\^ h7#>- 



( 7 ) fSfHiW* 5-1 12559 

1 2 

jt^^yn— ^ v-u*. mttmmmiffi!!ftX'% 
znmm&m^ftimmtmM&aiminmtLxw? 

■BIZtiX^Zi><Vl±fttil>®mX'Z -S. £SFJ. 

10 v». *3t. mfmi>7rimizm~oxM'%*.. pHWimL 
www. tt&tm* ^smimmzmmm^xmhizmm 

[0037] CttWn^nnT-febTS^SfilS 
8 3 g tec b^f^f-i/yrnylyifynxrA' 1 

39. 2gSx^y- /H 3 0 0ml(c3g8?U 

T-i&ai. tgjrr. *KiYt^-M;»>A<754o%*^gi 3 
o ni * 1 B$fg-t-ij§T u/i „ ^«aT4 l/c 

JttgK7 0ml£l O^HTSSTU^. iJctc^^Ji 
JEES*L. ^SfclTKl 0 0 Oml £Jnx. O^HS 

frt>W$£3,LX 2.--?w*^/\s- 1 , 6-xtKD- 
6 -;*3f y-5-t'JS yy^/lz-fvlxf^xxf^ 
104g (JR$7 5%) 
[00 38] 1 6 9~1 7 0"C 

I R (nujol j£) i^max cm 1 : 2300—- 2700 (NH) . 
1740. 1640 (C = 0) Mas s n/z:216 (M 
* ) - 

NMR (DMS0-d6 ) S 1 : 1.27 (3H. t, J= 7Hz,-0CH 2 ai 
3 ) . 4.23 (2H,q.J=7Hz.-0CH2CH3), 4.52 (2H,s.-CH 
30 2CI), 8.50 (lH.s.pyrimidine-H) 12.5~13.5 (lH,bs, 
NH). 

TcmttVr (C 8 H 3 ClNi O3 ) 
mmiM(%) :C, 44.36 ; H. 4.19; N, 12.93 
S^SMfi (%) :C r 44.30 ; H. 4.19; N, 12.73 
[0039] C##<*92;) -/P-2 0 0niHC*BHk; 

•^hU»>Af04 0%*?gJg6. 6m:$-JDX.. $<?>t=2- 

h ^.>-X>f 5 tV 9 . 8 3 g fcflniT 

L/c. i<J0^^tC2-^C3Opf^U- 1 , 
- 6 - ^ V - 5 - b l> 5 i/^J] )Vt£ >m*. *h)VJC^ 
40 tV\ 1 . 8 1 g$-Jnx.Tl 5^^¥LJt. ?[gS60 
iCT'2^aH*L)t^. ^®i;T-^aiL. *2 0 0b1£ 
»Di.T 1 O^MS»a*L/c. WHlL^ISSSrrJRL. *ifc 

^BteftU2- C ( 1 H-*c^X>f 5^V— /l^-2- 
-f /P) ^-sfpf^D -1, 6-ytFn-6-^y- 
5 - b 1 J 5 ^v^r^^ >Bg^t^-/P3:xT-;p 1 6 . 8 g 
<«K^9 3%) S-#Jt. 
[ 0 O 4 O ] : 2 0 5~2 0 6"C 
I R (nujol m) f max cm > : 3250, 2500 —2700 
50 (NH) . 1740, 1660 (C=0) 



(8) 
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1 3 

Mas s m/z : 330 (M + ) . 
NMR (DMS0-d6 ) <5" : 1.24 (3H, t, J= 7Hz,-0CH2C 
H 3 ), 4.20 (2H,q,J=7Hz,-0CH 2 CH3 ) , 4.50 (2H,s,-SCH 
2-), 7.10—7.18 (2H,m,benzene-H),7.40 — 7.48(2H,m, 
benzene^H), 8.43 (lH,s,pyrimidine-H) , 12.0—14.0 
(2H,bs,NH,NH). * 



1 4 



*7VmttVr (C15H14N4 O3 S) 
Wmm(%) :C, 54.53 ; H, 4.27; N 
mmm (%) :C, 54.70 ; H, 4.41; N 
[0041] C##093 — 1 0} ###J2fc 



16.96 
16.64 



X^cooc 2 h 5 





R* 


R * 


X 




. CC) 


3 


H 


H 
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172 


-174 
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H 


H 


S 


148 


-150 


5 


CH» 


CH 3 


NH 


249 


-251 


6 


CI 


H 


NH 


240 


-242 


7 


CP 3 


H 


NH 


258 


-260 


8 


H 


H 


NCHa 


155 


-156 


9 


CH 3 


H 


NH 


224 


-225 


1 0 


OCH3 


H 


NH 


221 


-223 



[0042] C##M1 1 D TMrh— h»J;H OOmlC 
2- C (<yx^f/^-2->f;l/) ^r^/tO 30 
-1, Ko-6-^V-5-e«J ^l»ft)V 

^ylxfyUXXr/H 7 . 3gSrSSSL. N, N->? 
^f;U7-yy9. 7gi:^yfift'jyil. 7ml$r 

xitz. 1 O^Jffim, W*S«£r#StU 5%£l8gT*ifc 

^obV^^^^^^H^LT 2 - C (OX 

}V~ 2 - >f ;u ) ^->f ^ -4-^no~ 40 
5-tiJ= >-gpi ^/^^ 15. 4g 

(iRsp8 4%:> 

[00 4 3] m& : 1 0 5—1 0 6*0 

IR (nujol a) ^max cm" 1 : 1740 (C = 0) 

Mass m/z : 34 9 ( M + ) 

NMR (DMSQ-d6 ) d : 1-33 (3H, t, J= 7Hz,-0CH 2 C 

Ha). 4.35 (2H,q,J=7Hz f -OCH2CH3), 4.95 (2H,s,-SCH 

2-), 7.25—7.40 (2H,m,benzene-H), 7.55 —7.70 (2H, 

m,benzene-H) , 9.18 (lH,s, pyrimidine-H) . 

JtmftVf (C15H12C 1 N 3 O3 S) ^50 



(%) :C. 51.51 ; H. 3.46; N, 12.01 
mmm%) :C, 51.62 ; H, 3.41 ; N, 11-93 
[0 044] C^mi 2D ##fl*Il 1 tR^LT. 
2 - C (^>-X-^T x r— /P— 2 — f /P) ^SOO - 

4 -2 cm- 5 - f U 5 y>^^t^Kxf/|/XXf^ 
£7 6%^JR^T^o iWS: 9 3— 94XX 
[0C4 5] C###9l 3 3 T+zh—hO/U 200mHc:2 

/H) - 1 , Ka-6-^y-5-tfl) 5^ 

y>-i4. 4id^^T3 0^ssniM§SEL/Co aacr 
fc. ^rmw^SiL. wt^^i^MEflracU 

Srirh^t Fc^^^Vfc^ y^otf;l^Jc— 
^>SMfiU2-( (lH-<yX>f5//^-2- 
-OiO tt*^f-)V} -4-^c7a-5-try ^^v^r/w 

^<^K^^J1X^/P2 4. 5g (iR^8 9%) £f# 

fc. 

[0046] flKj&: 1 33— 1 3 5<C 

I R (nujol ffi) vmax cm~i : 3350 (NH) , 1720 

(C = 0) 



1 5 

Mas s m/z : 348 ( M + ) 

NMR (DMS0-d6 ) a : 1.32 (3H, t, J= 7Hz,-0CH 2 C 

H 3 ), 4.35 (2H,q,J=7Hz,-0CH 2 CH3), 4.85 (2H,s,-SCH 2 

-), 7.10 —7.15 (2H,m,benzene-H) r 7.40—7.45 (2H,m, 

benzene-H), 9.14(lH,s,pyrimidine-H) , 12.0—13.5(2 

H,bs,NH). 

Tumftffi (C15H13C 1 N4 O2 S) 



(9) «PBFP5-1 1 25 59 

1 6 

(%) :C, 51.65 ; H. 3.76; N, 16.06 

(%) :C f 51.40 ; H, 3.83; N, 15.87 

[00473 c##wii4— i 93 ###ii 3tmmt,z 

[0048] 
[|g2] 



R 

R 2 



SCH 





R ' 


R 2 


X 




1 4 


CH 3 


H 


NH 


112-113 


1 5 


0CH 3 


H 


NH 


67— 68 


1 6 


CI 


H 


NH 


164-165 


1 7 


CP 3 


H 


NH 


153-154 


1 8 


CH 3 


CH, 


NH 


118—119 


1 9 


H 


H 


NCHs 


125- 12B 



[0049] C##WJ2 0) N F N-^iVU^/UAT 

C ( 1 H ^>X>f ^/-/l/-2 — { 
rtO -4-^oo-5-e»J ^^^/P^K^^PJC 
X^VHO. 5g£*g»U *^«J¥T. e.O%m-^ 30 
ao®^f.#Bg6. 8 0g£S^^>-£;0mU3igft¥ 

^ 5 i o mi t&mfcmi- h v j±cmm?mm 

3 0ml£;&D;cTi§?fU «WB^4HKLfc, tfiKJf£* 

B H nlT2- C ( 1 H -\yX>f $ ^y— /l— 2 — UU) 

dv~7 * ~)\s*^)V~y -4-^00-5-try ^-Jisij 

;^ySxf;l/XXr/W9 . 3g <JK*£8 5%) 

^ 0 40 

[0 0 50] 155-1 57X: 

IR (nujol ^) vvblx cm-i : 3260 (NH) , 1730 
(C = 0) 

Mass m/z : 3 6 4 ( M + ) 

NMR (DMS0-d6 ) a : 1.33 (3H, t, J- 7Hz,-0CH 2 C 

H 3 ), 4.36 (2H t q,J=7Hz r -OCH2CH3) > 4.95SZ* 5.10 

(2H,d £Of d, J=13-3Hz,-S0CH2-), 7.25 —7.35 (2H, 

m p benzene-H) f 7.55 —7.75 (2H,m,benzene-H), 9.13 

(1H F s , pyri midi ne-H) , 13. 59 (!H,s r NH) . 

TtMttffi (C15H13C 1 N 4 O3 S) ^50 



(%) :C f 49.39 ; H, 3.59; N, 15.36 
(%) :C. 49.47 ; H, 3.47; N , 15.29 
[0051 ] C^lfeMl 3 fb7t^n77y50mU3 
2 - C ( 1 H-^yX^f 7U-2->f ;W 

^/l-O -4-^no- 5 - try $ is>J3)VKymx~^)V 

acx 7^/1.2. 5g^jg^L. TMcj&^T-^ai. asrr. 

^f"/I^T$>'^4 0%*}S?S2ml$rani-/c. iJC^SiST' 
HiWfFLfcft, KJe^£«ffiK@U SMfiEte**- 

tvw:— f/^jgifia^TO H B H lT2- C ( 1 h-^:x 

r$y-5-b°u$ yy^/^yixf/i/xxf/P' 2 . 

2g (iK*8 9%) J^Co 
[0 0 52] B&£: 1 0 5— 1 0 7*C 
I R (nujol m> ^max cm" 1 : 3360, 2700—3300 (N 
H>, 1690(C=O) 
Mass m/z:343 (M* ) 
NMR (DMS0-d6 ) a : 1.30 (3H,t, J= 7Hz,-0CH 2 C 
Ha), 2.87 (3H,d.J=4.8Hz,-NHCH 3 ), 4.39 (2H,q,J = 
7Hz,-0CH 2 CH3), 4.60(2H,s,-SOfc-), 7.10— 7. 15(2H.m, 
benzene-H) , 7.40—7.48 (2H, m, benzene-H) , 8.21 QH, 
q,J=4-8Hz,-NHafe), 8.68 (1H, s, pyri midi ne-H) , 11.5 

—13.5 (lH,bs,NH). 
7C§&*&T (C16H17N5 Oz S • H 2 O) 

(%) :C, 53.17 ; H, 5.30; N , 19.38 



(10) 
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1 7 



1 8 



(%) :C. 53.17 ; H, 5.43; N, 19.66 * [0 0 54] 

[0053] cmmm2s^mmmi tmmizLxn^ [^3] 



H 



SCH 



R 5 

NH 



COOC2H5 





R 1 


R s 


»iSiC p c> 


<C=0) 


Mass (n/z) 
(M* ) 


NMR( <y) 
(C*-B) 


2 


H 


H 


225-227 


1700 


3 2 9 


8.73 


3 


H 


C*H S 


161—162 


1700 


3 5 7 


8.69 


4 


CH a 


CHs 


103—105 


1700 


3 5 7 


8.68 


5 


OCH3 


CH 3 


127-128 


1700 


3 7 3 


8.68 



[0055] tmffiMGl Th^t Kn77y5 0mHl 
2- C ( 1 H -^yX^f ^yV—)V~ 2-4 )U) *f-** 

-a- 9x2*1- 5 -ey $^y^;kK>-^x^ 

)l>) -4- ( n-:Tc?t±7UT5 

y ) - 5-t°U $ y.vXr/l'sK v^z^/i^cj^/pb . 0 
g (IK*£84%) S f#/Co 
[0 0 5 6] IfoS : 1 1 3—1 1 5<C 
IR (nujol max cm" 1 : 3350.3300 (NH), 17 
00(C=O) 

Mass m/z : ;j 7 1 ( m + ) ^ 



i^NMR (DMS0-nd6 ) ^ : 0.77 (3H,t, J= 7 .5Hz,-NHCH2C 
H2CH3 ). 1.30 (3H,t t J=7Hz,-0OfeCH3 ), 1.43 (2H.m, 
-NHCHCH2CH3 ), 3.29 (2H , m , -NHDI 2 CH2 CH 3 ) , 4 . 28 (2H, 
q,J=7Hz,-0CH2CH3), 4.59(2H,s,-SCH 2 -), 7.05—7.15 
(2H,m,benzene-H), 7.35—7.50 (2H,m,benzene-H) , 8.2 
5(1H , t . J= 5. 5Hz, -NHCH2 CH2CH3) , 8. 69 (1H. s, pyr i mi di n 
e^-H), 12.61 (lH,bs,NH) . 
TCmftVr (Ci8H 2 iN 5 O2 S) 

m&m(%) :C. 58.20 ; H, 5.70; N, 18.85 
30 mmm(%) :C, 58.01 ; H, 5.89; N, 18.74 

[0057] iwmm7— i 03 gatW6.iH«teLT 

[0058] 
[|g4] 



1 9 



(11) 



5-112559 



2 0 



cooc 2 H. 



H 





R 5 


R*J&<°C> 


<C=0) 


Mass (n/z) 
(M* ) 


NMR ( ) 
(C 6 -H) 


7 


cyclopropyl 


154~155 


1700 


3 6 9 


8.71 


8 


CHsCH=CHg 


135-137 


1700 


3 6 9 


8.72 


9 


CHzOCH 


197-198 


1700 


3 6 7 


8.76 


1 0 


CH 2 CH 2 0H 


218~219 


1700 


3 7 3 


8.71 



[00 59] tmmmi 1 ) th7fch'D77y50ml 

n-^^rs>-3Bi«-arifc. »ctzx&-cii«n 

MU2-C (lH-WX-fS5Y^-2->f 
/P) ^-X^/iO -4- (n-yf;l/7^7) -5-tr 
•J 5 ^yu.iO-^^^/^x-r-/^ 2 . 5 g (JR4S6 5 30 
%) fc«fc. 

[0060] Mj£ : s 8—8 9X: 

I R (nujol L/max cm* : 3450, 2600—3200 (N 

H), 1720(C = O) * 



*Mass m/z:385 (M + ) 

NMR (DMS0-d6 ) ; 0.81 (3H, t, J=7.3Hz F -NHCH 2 CH 
2CH2CH3 ) , 1.06—1.47 (4H,m,-NHCH2CH2CH 2 CH3), 1.30 
(3H,t, J =7Hz,-0a{ 2 CH3 ) , 3.36 (2H,m,-NHCH 2 CH2 Oh 
Ofe), 4.29 (2H,q.J =7Hz r -OCH2 CH3 ) , 4.59 (2H,s,-SC 
H2-L7.05 —7.15 (2H,m,benzene-H), 7.30 —7.60 (2 
H , m, benzene^H) , 8 . 23 (1H , t , J = 5 . 7Hz , -NH-CH2 CH2CH2CH 
3), 8.69 (lH f s,pyrimidine-H), 12.62 (lH,s,NH). 
TcMfttfT (C19H23N5 Oz S) 

mmm(%) :C. 59.20 ; H, 6.01; N, 18.17 

mmm(%) :c 59.12 ; h, 6.27; n, 18.13 
[0061] (wmwi 2— 1 93 nffiwii 1 tmrnt- 

[0062] 
[f£5] 



2 1 



XX' 



HG-r v 




ftliSFP 5-1 12559 



2 2 





w. 




IR(cn') 
<C=0) 


Mass (n/z) 
(M~ ) 


NHR(ff) 
(C'-H) 


1 2 


CH zCH zCH rCHzCH 3 


128—129 


1700 


3 9 9 


8.69 


1 3 


cyclopentyl 


139-141 


1700 


3 9 7 


8.70 


1 4 


CH sCH iCB tCH zCH tCHs 


131-132 


1700 


4 13 


8.69 


1 5 


cyclohexyl 


146-147 


1700 


4 11 


8.71 


1 6 


benzyl 


159—161 


1700 


4 19 


8.73 


1 7 


CHzOUOCHa 


116-117 


1690 


3 8 7 


8.71 


1 8 


CHzOUOCHaCBs 


109—110 


1690 


4 0 1 


8.71 


1 9 


CHzCH»CH*OCH 5 


83- 85 


1690 


4 0 1 


8.70 



[0063] C9gS£0lJ2 0 3 th7hh'D77y50inl 
iZ2~ C ( 1 H-\yX>f S/V- ^ 
*^)V^ -A- 7 00 - 5 - tr u $ i/y-iDV^yM^ 
JV^^^JV 3. 4 9gSr^»L. tert-^^-7UT5>-3 
ml^Jni^. i£lve5 0 e CfcrT lBSHflBF 

H-^^x-f 5ry-/i^-2->f/^D -4 
- (tert-r^/ur^y ) -5-e»J s ^Xr/^^W 

Jl^lC^v i /P3 . Ig (JRsp8 0%) £f#*r« 
[0064] MA : 8 5—8 9*C 

IR (nujol m i/mx cm" 1 : 3330. 2600—2800 (N 
H), 1700(C=O) 

Mass m/z : 3 8 5 ( M + ) 40 
NMR (DMS0-d6 ) & : 1.30 <3H F t, J^7Hz f -0CH 2 CH3) , 

1.36[9H,s,C(CH3)3j,4.28 (2H,q, J=7Hz,-{)CH2CH3) , 
4.66 (2H.S.-SCH2-). 7.05 —7.15 (2H , m, benzene-H) . 
7.25—7.55 (2H.ni. benzene-H), 8.23 (lH,s,NH), 8.72 

(IH.s.pyrimidine-H). 12.62 (lH.bs.NH). 
Tumftffi (C19H23N5 O2 S) 

(%) :C, 59.20 ; H.6.01; N, 18.17 

mmm (%) : c, 59.30 ; h, 6.22; n, 17.85 

[00 6 5] CHKM2 1 } ^rh^bKC7^^V3 0ml 
fez- C (iH-^yX>f$^/^-2->f;H ^fr*50 



tr^'jyo . 84g$rSn^_. 5om3«fi 

T4-T— yy-2- C (lH-^yX^5//^- 

2-^/w f^-x^/tO - 5-tus^>*;^yitx 

f/I/XXf/^2. 7g (K*P84%) £^*r* 

[0 06 6] : 17 9— 18 OX: 

IR (nujol vmax cm" 1 : 2500—3100 (NH), 
1700 ( C = 0) 

Mass m/z:405 (M 4 ) 
NMR (DMS0-d6 ) # : 1.35 (3H, t, J=7Hz,-0CH 2 CH3) , 
4.37 (2H,q,J =7Hz P -0CH2CH3> F 4.70 (2H,s,-SCHz-) , 
7.00 —7.65 (9H,m. benzene-H). 8.90 (lH.s.pyrimidi 
ne-H ). 10.18 (lH,s,NH ). 12.66 (lH.s.NH ). 
TzMttVr (C21H19N5 O2 S) 

(%) :C, 62.21 ; H , 4.72; N, 17-27 
(%) :C r 62.19 ; H f 4.85; N, 17.60 
[0067] C^Sfe#92 2} ^b^t FP77y3 0 ml 

^/LO -4-^t7u-5-try 5 ^v^u^K^^ 

T$><n5 0%*S8JS3miS-ap^^r o Mi&T' 1 BffSflW 



(13) 



^^5-1 1 2 5 5 9 



2 3 



24 



C ( l H-^yX>f ^-2->f 7U) 

jc^/I^cj^/I^ . 0 g (7 9%) £f§*r<> 
[O068]M: 128— 130*C 
IR (nujol &) ^max cm" 1 : 3180 (NH), 1720(C 
= 0) 

Mass m/z:357 (M 4 ) 
NMR (DMS0-d6 ) & :1.29 (3H, t, J=7Hz,-0CH 2 CH3 ) , 
2.95 t6H,s,-N(CH3) 2 ) F 4.27 (2H,q, J=7Hz, -0CH2CH*10 



R 

R 2 



* 3 ), 4.60 (2H,s,-SCH2-), 7.10—7.14 (2H, ra.benzene- 
H), 7.42—7.46 (2H, m, benzene-H) , 8.49 (lH,s,pyrim 
Idine-H), 12.0—13.5 (1H F bs, NH) . 
imttVr (C17H19N5 Oz S) 

(%) :C, 57.13 ; H, 5.36; N, 19.59 
(%) :C, 57.00 ; H, 5.50; N, 19.50 
[006 9 1 (HitM2 3- 30) ^SfeM2 2^[5l^ 

[0070] 
[3E6] 

CH 3 CH 3 

COOC 2 H 5 



SCH a 













IRCcn-') 


Mass (n/z) 






R 1 


R* 


X 


(C=0) 


(NT ) 


(C*-H) 


2 3 


CH, 


H 


NH 


121-122 


1720 


3 7 1 


8.48 


2 4 


CB, 


CH, 


NH 


149—150 


1720 


3 8 5 


8.48 


2 5 


OCH3 


H 


NH 


91— 93 


1720 


3 8 7 


8.49 


2 6 


CI 


H 


NH 


171—172 


1720 


3 9 1 


8.48 


2 7 


CP 3 


H 


NH 


167—168 


1720 


4 2 5 


8.49 


2 8 


H 


H 


NCH 3 


120—121 


1715 


3 7 1 


8.48 


2 9 


H 


H 


O 


112-113 


1710 


3 5 8 


8.49 


3 0 


H 


H 


S 


88- 89 


1710 


3 7 4 


8.50 



[007 1] C^ffi£M3 1 J -r-h^fc Hn77>'5 Oml 
t:4-^nn-2- C ( 5 , 6 - i/* ^-)V~ lH-\y 
X>f 5 ¥^f—)V— 2.-4)1) ttx+n,^ -5-trus 

itfrF. y v 2 . 1 g s-jn*.*:. mst- 1 m\mm 

C ( 5 , 6 - S^* +)V- 1 H -^>X-f 5 2 

--f/p) - 4 -^e/u^y y- 5-tfi; 

>^f^>m^^^^/U2. 7g (iR^8 0%) Sr 



[0072]B^: 133— 134*C 
IR (nujol 3=) i^roax cm-i : 3250 (NH), 1710(C$SS 



•>K = 0) 

Mass m/z:4 27 (M 4 ) 

NMR (DM90-d6 ) <5" : 1.28 (3H, t, J=7Hz, -OCH2CH3) , 
2.27 (3H,s,CH3>,2.28(3H,s,ai3), 3.40—3.50 (8H,m, 
morpholine-H), 4.26 (2H,q. J=7Hz,-0CH 2 CH3) . 4.55 
(2H.S.-SCH2-), 7.15 (lH.s, benzene-H), 7.27(lH,s,be 
40 nzene-H). 8. 55(lH,s,pyrimidine-H) , 12.37 (lH,s,N 
H). 

ycMftVi (C21H25N5 o 3 S) 

(%) :C f 59.00 ; H, 5,89; N, 16.38 
(%) :C, 58.96 ; H, 5.90; N, 16.26 

[0 0 73] c*s6M3 2— 49-)mmM3\hmm^ 

LT#^^/^t^$r^7^L/Co 
[0074] 
[*7] 



(14) 



5-1 12559 



2 5 



2 6 



3 2 
3 3 
3 4 
3 5 
3 6 
3 7 
3 8 

3 9 

4 0 
4 1 
4 2 
4 3 
4 4 
4 5 
4 6 
4 7 
4 8 
4 9 



X.COOC 2 Hs 
SCH,^ 



H 



SfejtiCC) IR(cn" 1 ) 
<C = 0) 



Mass (n/z) 
(M * ) 



NMR( <?) 
(C 6 -H) 



CRaCHsNCBs 

CH 3 CH*CH Z -N-CH, 

CHaCHiCHiCHz-N CH 3 

(CH 3 )>CHCH 8 -N-CH 3 

cyclohexyl-N-CHs 

ROCH s CHz-N-CHs 

CH 3 OCH«CH.-N-CH 3 

N(CB,CHs>* 

N(CH2CBsCH 3 ). 

N[CH,CH(CH a )<]z 

1-pyrrolidinyl 

piperidino 



109—111 
119—121 
117—119 
131-133 
153-154 
146—147 
108-109 
81- 83 
73- 75 
112 —115 
131-132 
79— 80 



3.5- dinethylpiperidino 122—124 
Borpholloo 151—152 

2.6- diaethylaorpholino 70— 75 
thioaorphorino 135—136 
4-«ethyl-l-piperazinyl 116—119 
4-phenyl-l-pipera2inyl 174—176 



1710 
1710 
1710 
1710 
1720 
1720 
1690 
1720 
1720 
1710 
1720 
1720 
1720 
1720 
1720 
1720 
1710 
1710 



3 7 1 

3 8 5 

3 9 9 

3 9 9 

4 2 5 

3 8 7 

4 0 1 

3 8 5 

4 13 
4 4 1 
3 3 3 

3 9 7 

4 2 5 

3 9 9 

4 2 7 
4 I 5 
4 1 2 
4 7 4 



8.46 
8.47 
8.46 
8.48 
8.48 
8.46 
8.48 
8.39 
8.41 
8.44 
8.47 
8.48 
8.47 
8.56 
8.56 
8.55 
8.53 
8.57 



[0075] C*lite<J50D T-h^t Oml 
IZ2- C ( 1 H -O-X-f S yV—lV- 2 — f/P) f-=f 

tt£02- C < l h ^>-XW srv— yu- 2--f ;u) ^~ 
=r*-?-no -4- (y-n-yf^rsy) -5- try* 



40* S^*V#/P;fC:x&:t^7P:cx^4. Og (JR3S9 1 
%) 

[0076] IR (film^) i/max cm 1 : 3150 (N 
H), 1720 (C=0) 
Mass m./ z : 4 4 1 (M* ) 

NMR (DMS0-d6 ) S : 0.80 [6H,t. J=6.5Hz.-N(CH2CH 
zOfcOb)*], 1-31 (3H.t,J=7Hz,-0CH2CH3), 1.00—1. 
60 C8H,m,-N(CH2CH2CH2CH3)2D , 3.34 (4H,t,J=6.5Hz, 
-N(CH2CH2CH 2 CH3>2). 4.26 (2H,q, J=7Hz.-0CH2CH3) . 
4.60(2H.s,-SCH2-). 7.05—7.15 (2H,m,benzene-H) . 7. 
50 34 ~7.51 (2H, m, benzene-H) , 8.41 (lH.s.pyrimidine- 



(15) l&m^S-l 1 2 5 59 

27 28 
H), 12.60 (lH,s,NH). * [0077] C^gSfcM5 1—5 3 ) ^S6M5 0h|«Ifi£fcr 

TcSihW (C23H31N5 02 S) LX^tircit^mirmsizmLfc. 
JSf&ffi (%) : C, 62.56 ; H,7.08; N, 15.86 [0078] 
mmm (%) : C. 62.72 ; H, 7.29; N, 15.65 * [318] 



R 3 




H 





R* 


m&{°Cr IHCcm ') 
(C = 0) 


Haas (n/z) 
(M * ) 


NMRCtf) 
(C'-H) 


5 1 


phenyl -N-CH 3 


74~ 76 1730 


4 19 


8.37 


5 2 


benzyl -N-CH^ 


114—116 1730 


4 3 3 


8.53 


5 3 


phenyl -K-CHzCH, 


72~ 77 1730 


4 3 3 


8.34 



[0079] CHSfefiHJ54D f h7hh'n77y5 Oml 
IZ2~~ C ( 1H-^X>( S//-^- 2->f/lO 

-4-7x3X1- 5- try $yy^/^yixf 

5Blfc»£T4 8B««MLfc. U S 

^ifv^Et^Jg'Cigm) fc-tDflWL. 2- 
C ( 1 H -^>vt-f 5 /P- 2 - -f /UO ^ 

>m^/^^"r^l - 6g (JR^3 9%) 
[0080] : 131-132V. 
IR (nujol m t/max cm" 1 : 3180 (NH), 1720(C 
= 0) 

Mass m/z : 4 1 3 ( M + ) 

NMR (DMS0-d6 ) & : 1.28 (3H, t, J=7Hz,-OCH2CH3) , 
1.29 [12H,d,J=7Hz,-N CCH(CH3) 2 D z ] , 3.50—3.70 
[2H.m, -N CCH(CH 3 )2D 2 } , 4.25 (2H,q, J=7Hz,-0CH 
2CH3). 4.62 (2H,s f -SCH2-), 7.05 —7.15 <2H,m,benze 
nc^H), 7.25—7.50 (2H, m,benzene-H) , 8.34 (lH,s,py 
rimidine-H), 12.61 (lH,s,NH). 
TCmftVx (C21H27N5 O2 S) 

(%) : C . 60.99 ; H, 6.58 ; N, 16.94 
(%) : C, 61.07 ; H, 6.99; N. 16.83 
[0081] C^Sfe#J5 5)th7h h'D^^V5 Oml 
l~2- C (lH-^yX^^/-/H2->f;H 

/I^hXtVI^. 3 1 g$-igg?L. -f S^V— A-3. 06 
gSrftli.. 6 0X:CCT3^tSf#L^o ^tfe7K5 Oml £2 



C ( 1 H-^VX>f ^ 2- >f /I/) 

ao -4- ( iH->r /i^-i ->f -5-e 

U 5 ^^/^iO-fgJC^/^X^/^S . 2g (IR*8 9 
%) 

[0082]B&£: 196-198X: 
IR (nujol fmax cm" 1 : 1720(C = O) 
Mass m/z:380 (M + ) 
30 NMR (DMS0-d6 ) a : 1.23 (3H, t, J=7Hz, -OCH2C 

H3) , 4.30 (2H,q,J=7Hz f -0CH 2 CH3>, 4.87 (2H,s,-SCH 
2O, 7.07 (lH,s,imidazole-H), 7.10—7.20 (21,m f ben 
zene-H). 7.25 —7.55 (2H, m, benzene-H) , 7.52 (lH.s, 
iinidazole-H). 8.12(lH,s, P yrimidine-H) , 9.22 (lH r s, 
imidazole-H) f 12.66 (lH,s,NH) . 
7vmft9r (CieHieNe 02 s) 

(%) :C, 56.83 ; H t 4.24; N, 22.09 
(%) :C. 56.75 ; H, 4.06; N, 22.13 
[0083] tm&M5 6D 3^9 J— A-2 0mHc:2- 

40 c ( 1 H-\yx>f $ ^y— ^- 2 --oio 

7^0 - 4 - iS^^JUT ^ y - 5 - 1° 'J ^ 
JC^/^X^;l/3 . 5 7 g £j§»¥ 1 N^*K-ffc^ h 
U 2 0ml&Ju^T6 0*CfcrC l^F^tJ^L 

ttttfC&U 5fffiL^ H B H^nXLT2- C ( 1 H-^ 

f^7Sy-5-e>J 5^Xr/l^#>«2- lg (JR$ 
6 4%) Sr^ 0 
50 [0084]i^: 142-144t 



(16) 



5-1 12 5 5 9 



2 9 

j£) fmax cm" 1 : 3150 (NH) , 



3 0 



1700 (C 



I R (nujol 
-O) 

Mass m/z : 329 (M + ) 

NMR (DMS0-d6 ) a : 2.97 C6H.s,-N(CH3)z 3 , 4.60 

(2H,s,-SCH 2 ->, 7.00—7.20 (2H, m, benzene—H) , 7.40 
—7.50 (2H,m, benzene-H), 8.50 (lH,s,pyrimidine-H), 

12.0 —14.00 (2H,bs,NH &Xf(X)0\l) . 
7rM^Vf (C15H15N5 O2 S) 

(%):C, 54.70 ; H, 4.59 ; N, 21.26 
(%) : C, 54.40 ; H, 4.74; N, 21.00 

[0085] immmsi^ n, N-^f/i*Mr 

$ F3 0mlt34-T5y-2- C ( 1 H-^yX>f 

7K>-^f-/^x . 98g *mm L . 7K*£Si# 

T. 8 0%m-^traj£^gJ§Kl ■ 3 6sSr^ft^^ 
lx>2 0ml^»|L^:?KS:3 0^-CJSTL^. «:ive 

^bsb^ h y ^ aco 5 5 mi t mmAtm-)- b y 

^ ACO&»*^iffi 1 Oml. 3tfX?k5 Oml£llll;iTJ«*P 



- 5 - try 5 s^>^;u^>K^^/^x*5r^ 

1. 6g (IK^7 8%) 
[0 086] M£L : 18 1 — 1 8 3°C 
I R (nujol m) ^max cm * : 3380 , 3300 , 3200 (N 
H), 1720(C=O) 
Mass m/z:34 5 (M + ) 
NMR (DMS0-d6 ) & : 1.31 (3H, t, J=7Hz, -OCH2 C 
Ha) , 4.30 (2H,q,J=7Hz f -0CH 2 CH3>, 4.63 ftJLf 4.69 
10 (2H,d &Tf d,J=13.7Hz,-SOCH 2 -), 7.25 —7.40 (2H, 
m, benzene-H) , 7.50 —7.80 (2H, m, benzene-H) , 7.71 
(lH,bs,NH), 8.21 (lH,bs,NH), 8.70 (lH.s,pyrimidine 
-H), 13.66 (IH.bs.NH). 
TCmfttt (Ci 5 Hi 5 N 5 O3 S) 

(%) :C, 52.16 ; H, 4.38; N, 20.28 
(%) :C, 51.92 ; H, 4.16; N. 20.38 

[00873 c§gssOT58— 59^mmMsitmm£- 

[00883 
*20 [^93 



0>i 

H c 



R 5 

X^COOC 2 H f 

S CH 2 -^N^ 
1 

O 





R B 




IR(cb-') 
(C-0) 


Mass (n/z) 
(M* ) 


NHR(J) 
(C 6 -H> 


5 8 


CHzC=CH 


173—174 


1700 


383 


8.74 


5 9 


CHsCKsOH 


186—189 


1700 


389 


8.69 



[0089J CHS6WI6 0) N, N-y^fM;i/A7 
5 K 3 OmliZ 2 - C (1H -^>-X>f $ ^V^/l/- 2 - 

-ot-) ^*\x^ao -4- ( 1 h--t 1 - 

-f ) - 5 - 1° y ^ S^jfr/l'tfVBpl^A^XX^U 2 . 
28g^»L, *^fSfTF. 8 0%m-^oajg3c / gl 
#B£l - 3 6g^ffi^^l^V2 0ml(c:^WL3tatSr3 40 

mm^mitrnm^m-rbv^^mu^mmi omi&xt 

f ^DD^;^(?)j|^^geaL 1 2 - C ( 1H 
-sOX-f $ ^V— )V- 2-4 lis) ^)V^7 4 ~)V* ^ 

- A- ( 1 H--f ^¥V—)V- 1 --f -5-tr 

'J 5 iy^ttJV^m^-^JV^^'TJV 1 . 8 s ( 7 6 
%) 

[0 0 90 3 Bk£: 16 1 — 16 3"C ^50 



-X- I R (nujol j£) i^max cm 1 : 1730(C = O) 
Mass m/z:396 (M + } 

NMR <DMS0-d6 ) & : 1.23 (3H, t, J=7Hz, -OOhOb) , 
4.30 <2H,q,J =7Hz,-0CH 2 CH3) ( 4.97 &Xf 5.06 <2H, 
d m/ d,J=13.7Hz,-S0CH2-) , 7.00 (lH,s, imidazole- 
H) r 7.27(lH,s, imidazole-H), 7.20—7.30 (2H.m,benze 
ne-^1), 7.50 —7.80 (2H,m, benzene-H) , 7.95 (lH,s,py 
rimidine-H), 9.22(lH F s, imidazole^) ,13.60 (lH,bs,N 
H). 

TCmfttiT (CisHieNe Oa S) 

Wifom(%) :C, 54.54 ; H , 4.07 ; N, 21.20 
mmmi%) :C, 54.32 ; H, 3.88; N, 21.25 

[009 1 3 CHSS0A6 1) N, N-^^/P-Th/PAT 
$F2 0m\bi&4k*^U>'2 0m\CDmz&t£2- C (1H 
-^yX>( ^?V—)V-2-4 IV) tt*+)V^ -4- 

CN- ( 2-fc Kn^yxf^) ~N-^^;PT^yD 



(17) 



1 1 2 5 5 9 



3 1 

- 5 - 1° »J £ S/V^^^V^^^Ujcx^;!^ 2 . 5gS- 
*g»?U - 1 OWzXimT. 8 0%m-^nnSfci 
Sll. 5 3 g^M^f ^^2 Oml^BU^^ 1 

m5m\hmWAm^VV^J±<Dt&m7km&l Oml£Jn;t. 

6W*&ftLT2- C (lH-^yX>fsr/^-2- 
>f/P) X/I^7-f — -4- CN- (2-b Kc? 

;^yKx^xxf/H . 5 g (JHsg5 8%) 

[0 0 9 2] gfe/£ : 1 1 9—1 2 1 °C 

IR (nujol ^) i^max cm 1 : 3230 (NH), 1720(C 

= 0) 

Mass m/z : 4 0 3 ( M + > 

NMR <DMS0-d6 ) & : 1.29 (3H,t,J =7Hz,-0CH2C 

H 3 ), 2.90 (3H,s,NOk), 3.40— 3.65 (4H r m.NCH 2 CH20H), 

4.27 (2H,q,J =7Hz,-0CH 2 afe), 4.63 3tt^4.74(2H,d 
&ZS d,J=13.8Hz,-S0CH 2 -), 4.72 QH,t,J =5.6Hz,NC 
H2CH2OH), 7.20—7.40 (2H,m,benzene-H), 7.50—7.85 

(2H,m,benzene-H), 8.45 (lH.s, pyrimidine-H) , 13.64 

(lH,bs,NH). 
TtmftlgX (C18H21N5 O4 S) 

JSffeffi (%) :C, 53.59 ; H, 5.25; N, 17.36 
mmm(%) :C, 53.39 ; H, 4.98; N, 17.34 
100 9 3] C«ffcW6 2D m\L^U>3 0mUZ'2~ 
C ( l h -<yx>f 5 2 ->f /P) ^->f ^ 

;i0 -4~ ( b^i/xf^r^/) -5-ey$ 



3 2 



S^*>'^;^>'B!^/^X-5r^2 . Og^»U -1 
OT^TtlfFF. 80%m~;nnS£ISil. 22 
g £ifrffc;< ^L->- 2 0 ml fcmm L*r?K2r 1 B*OT-?&T L 
^V^^eSB^hU^c0 5%7fcjgS[l 0ml 
h U ^ A60lS»7K^?R 3 0ml &Mz. Xm& L 

^>BSSLT2- C (lH-\yX>(5^/^-2- 

>f/l^) X/I^ 4~)\/*f)V^ -4- (2-^h^>OC^ 
10 -5-t'J 5 Sx^y^^K^/^X^/I^ 

1. 7g (fl££8 2%) £f#*r„ 

[00 94] HfoS : 1 2 1— 1 2 2<C 

IR (nujol m) ^max cm* : 3330 (NH), 1700(C 
= 0) 

Mass m/z:403 (M + ) 
NMR (DMS0-d6 ) & : 1.30 (3H, t, J=7Hz, -OCH2CH3) , 
3.22 (3H.s r -0CH3) ,3-20—3. 45 <4H,m,-NHCH 2 CH2-) , 
4.29 (2H,q,J=7Hz.-0CH2CH 3 ), 4.67 Rtf 4.77 (2H,d 
&Xf d,J=13.5Hz,-S0CH 2 ->, 7.20 —7.45 (2H f m,benze 
20 ne-H), 7.50 —7.80 (2H,m, benzene-H) , 8.29 (lH,bs,N 
H), 8.70 (lH,s, pyrimidine-H). 13.6 (lH,bs,NH). 
TUmttVr (C18H21N5 04 S) 

:C. 53.59 ; H, 5.25; N , 17.36 
mWW(%) :C r 53-65 ; H, 5.59; N, 17.16 

[0095] immms3—79^mmme2iimm(fZ 

[009 6] 

[»i 0] 



(18) 



5-1 12 5 5 9 



3 3 



SCH 2 
l 

H O 



R 5 
NH 

N X.COOC 2 H s 



34 





D 1 

K 


D 5 

K 




IH(cm-') 

11/ — v) 


Mass (cn/z) 
\M J 


fr b HI 

W, -a J 


b o 


TJ 




1 ( U*** 111 


icon 




O. DO 


D 4 




PIT 




IOOU 


010 


ft £K 


b 3 


UC1I3 


oil 


IDO^IDD 


icon 




ft fifi 
o« DO 


b b 


T I 

H 


Olf PU 

On sun 3 




1 con 


Q7Q 


ft fi7 


6 7 


H 


r*n /Ml r*u 


1 jI1 ijf> 

141^140 


1 con 
IbHU 


QD7 
00 1 


O.OB 


6 8 


T T 

H 


f\n r»ii f^tJ 

un 201I2L11 sUDs 


1 1 1 0A 

llo^lZU 




4U1 


0* Do 


6 9 


H 


C CCU 3^ 3 


ny~iZ6 


1CQC 


4U1 


0 7^ 


7 0 


r t 

H 


pit ru pii r"ii r*u 
bI/Ii zl#Xl 2I/U sl/ft a 


1 Ol — ^ 1 00 
1j51**"1ZZ 


17 Art 
1 rUU 




ft GP. 
a. Do 


7 1 


H 




3 ImVl&l 


1700 


429 


a. bo 


7 2 


H 


cyclopropyl 


130—132 


1700 


385 


8.69 


7 3 


H 


eye 1 open tyl 


141—142 


1690 


413 


8.69 


7 4 


H 


cyclobexyl 


174-175 


1690 


427 


8.70 


7 5 


H 


CHzCH=CH 2 


138-140 


1695 


385 


8.71 


7 6 


H 


phenyl 


167-169 


1690 


421 


8.69 


7 7 


H 


benzyl 


164-165 


1700 


435 


8.72 


7 8 


H 


CH K CH 2 0CH 2 C1 3 


103-106 


1700 


417 


8-70 


7 9 


H 


CHzCHzCHzOC^ 


95- 98 


1695 


417 


8.68 



[O0 9 71 CHttM80D mt^U>50mUz2~ 

C ( 5 - ^f 1 H -\>X>( 5 //-/^- 2 ~ >f 40 

>*)V?$Zsm2^}V3L^}V 1. 7g £*gJRU -10 
X^TJSHTF. 8 0%m-^ooig^iL#B!l. lg& 
m\L* 2 O ml (Cigft? LTtJSfr 1 ^fS*CJSTL^„ 

»i vc^mkbw- b v *?j±<n 5 5mi tmm*m 

>f ;P) * — ?v^f^ -a -is* <^>vt £ y - 5 * 50 



* -try 5 S^tf/l^^^r^I^rx^P 1 . 1 g 
6 2%) fcffcfe. 

[0098]1jS: 148—149X: 
IR (nujol m) rvmax cm~i : 3160 (NH), 1720(C 
= 0) 

Mass m/z:3 87 (M + ) 
NMR (DMS0-d6 ) a : 1.29 (3H, t, J=7Hz, -OCH2CH3) . 
2.44 (3H f s r CH 3 ),2.87 C6H F s,N(CH 3 )2 3 . 4.28 (2H r q, 
J=7Hz.-0CH 2 CH3), 4.60 &Z/4.75 (2H,d 2StlX d,J=l 
3.5Hz f -S0CH 2 -), 7.13 (lH,m,benzerie-H) F 7.40—7.60 
(2H,m,benzen^H), 8.47 (lH.s, pyrimidine-H) , 13.48 
(lH.bs.NH). 



(19) nm^5- 1 12559 

35 36 
TC^W (CieHaiNs O3 S) * LT&HtltHk&Mi:— fiLT^l ltz^LJt. 

iSf&ffi (%) :C, 55.80 ; H, 5.46 ; N. 18.08 [OlOO] 

mmm (%) -.c 55.70 ; h, 5.66; n, 18.19 [*iu 

[00 99] CHfifeflaJ8 1— 9 73 5Qfe0lj8Ofc|^aifc* 



SCH 2 
H © 



N X.COOC 2 H s 





R' 


R B 


R" 




(C=0) 


Mass <«/ z) 
(M* ) 


(C*-H) 


8 1 


CH 3 


CH, 


N(CH 3 )z 


171—173 


1720 


401 


8.46 


8 2 


OCII3 


B 


N(CH 3 )> 


125—126 


1720 


403 


8.47 


8 3 


CI 


H 


N(CH 3 )e 


160—162 


1720 


407 


8.46 


8 4 


CP 3 


H 


N(CB,) E 


166—168 


1720 


441 


8.46 


8 5 


B 


H 


CHsCHeCHzNCH* 


131—133 


1715 


401 


8.46 


8 6 


H 


H 


CH 3 CfltCH z CB.NCH 


3 89— 90 


1715 


415 


8.46 


8 7 


H 


H 


(CM ») >CBCB 3 NCB 3 


94— 95 


1715 


415 


8.48 


8 8 


H 


H 


cyclohexyl-NCHs 


123-125 


1710 


441 


8.48 


8 9 


H 


H 


phenyl-NCH 3 


156—158 


1730 


435 


8.35 


9 0 


H 


H 


benzyl -NCB, 


145-146 


1720 


449 


8.53 


9 1 


H 


H 


CUsOCBsCHzNCHs 


85— 87 


1715 


417 


8.47 


9 2 


H 


H 


N(CB z CB a )> 


79- 81 


1720 


401 


8.39 


9 3 


H 


H 


phenyl -NCB 2CB3 


155-156 


1715 


449 


8.33 


9 4 


H 


H 


N(CHsCR 8 CB 3 ) 2 


131-132 


1720 


429 


8.40 


9 5 


H 


H 


N[Cfl(CB 3 ) z ]z 


160-163 


1720 


429 


8.34 


9 6 


U 


H 


N(CH t CH>CB s CB 3 ) 


, 98— 99 


1720 


457 


8.44 


9 7 


H 


H 


N[CH Z CH(CH 3 ) 2 ] 2 


114—116 


1720 


457 


8.43 



[OlOl] tmtmi9S) ^tjC^U>3 0mHZ2- 

C ( 1 H-^yX>f 5^/— yu-2->f /U) -f-^-f- 
-4- ( 1 -euirs^-^) -5-\zv Sis^Xfo 

^Rr^l^x^S. O g£*§ft?L. - 1 O^CtCT 
8JfTF\ 80%m-^nnS^fi3. 0 9g^M 



- C ( lH-^X>f 5^/^-2-^^) X/I^T* 

— n^^/iO - a- (i-tn'jy-;i/) -5 -try 5 
S^^^/^>-B!ai^Pa:x^/U4 . 4g (4X3*8 5%) 

[0 102] Wk&L: 1 6 0—1 61t: 
I R (nujol }£) i/max cm i : 1715(C = 0) 
Mass m/z:3 99 (M + ) 
Sr^HffiU ttlgtt* ^«K*3SEE®*L^o Si£Sr^50 NMR (DMS0-d6 ) a : 1.29 (3H. t. J=7Hz, KKH2CH3) . 



(20) 



4*^5-1 1 2 5 5 9 



3 7 

1.75 (4H,m, pyrrol idine-H) , 3.15 (4H, m, pyrrol i dine 
-H), 4.27(2H,q,J=7Hz,-0CH 2 CH3> F 4.61 m.X/4.75 (2 
H.d&tfd, J = 13.5Hz,-S0CH 2 -), 7.20 —7.40 (2H,m,be 
nzene-H), 7.50—7.80 (2H,m F ben zene-H), 8.46 (1H, 
s,pyrimidine-H), 13.61 <lH.s,NH). 
JVmftVr (C19H21N5 O3 S) * 



R 

R 2 



H 



SCH 2 
1 

O 



38 

(%) :C. 57.13 ; H, 5.30; N, 17.53 
(%) :C, 56.94 ; H, 5.60; N. 17.58 

[01033 (ieteM9 9~i o 2D $mm98tmm 

[0104] 
[S12] 



HifctW 


E' 


B 2 


R" 




IR(cm') 
(C=0) 


)lass(n/z) 
(M* ) 


NMB ( <y ) 
(C*-H) 


9 9 


H 


B 


piper idino 


128—129 


1720 


413 


8.46 


1 0 0 


CH 3 


CH, 


norpfalino 


133-134 


1710 


427 


8.55 


1 0 1 


H 


H 


3,5-dinethyl- 
















piperidino 


154-156 


1715 


441 


8.48 


1 0 2 


H 


H 


2,6-dinethyl- 
















aorphl ino 


153-155 


1715 


443 


8.55 



[oio5] tmmmi 033 mmmsotmmczv 

4-^f/U75y-2- C ( 1 -*+fts- 1 H- 

^yx-f ^ yv—)V- 2.-4 )V) ttx^f-w -5-tr 

f/^7S/-2- C ( l -^f^-lH-^yx>f 
y— /i^-2->r^) x/p^ 4 -yp^^/io - 5 - fcr u ^ 

[0 10 6] 1 0 6— 1 0 8X: 

IR (nujol ^) i^max cm" 1 : 1720(C = O) 
Mass m/z : 387 (M + ) 

NMR (DMSO-d6 ) 8 : 1.28 (3H, t, J=7Hz, -OCH2 CH3 ) , 
2.87 C6H,s,-N(GH3) 2 ), 4.04 OH.s.GHs), 4.27 (2H. 
q, J =7Hz,-0CH 2 CH3), 4.83 MX/ 4.89 (2H.dRt* d,J 
=13.5Hz,-S0CH2-), 7.30 —7.50 (2H,m,benzene-H) , 40 
7.60 —7.80 <2H,m f benzene-H), 8.45 (lH,s,pyrimidin 
e-H) . 

7clit4r#f (C18H21N5 O3 S) 

WMim (%) : C, 55.80 ; H, 5.46; N, 18.08 
^ffl® (%) :C, 56.10 ; H, 5.75; N, 17.98 
[0 10 7] CiOtBil 04D «fllX^U'>'3 0«lfc2 
- C ( 1 H-^>-X-f ^/-;l--2~^;K 
/kX^/lO -4-^aa-5-bT»;5^^/U7KVK^ 



Lfc . ifclr vc&MBtt-*- h U urns- m 

ffi?&^S6flLT2- C ( 1 H-^yX-f^^/-^- 
30 2 -4 AO ^)V~7 4 ~}VS^)V^ J 
- 5 - bT U 5 y'y^/l.^yixf/l/XXf^ 1. 4g 
(UK* 7-9%) 

[010818^: 144 — 1 4 6<C 
IR (nujoi g&) fmax cm" 1 : 3250 (NH), 1720{C 
= 0) 

Mass m/z : 4 3 1 ( M 4 ) 

NMR (DMS0-d6 ) 8 : 1.29 (3H, t ? J-7Hz,-0CH 2 CH3) , 
2.40 —2.60 (4H,m,thiomorpholine-H), 3.40—3.60 
(4H,m,thiomDrpholine-H), 4.28 (2H.q, J=7Hz,-0CH2CH 
3), 4.68 Xt; 4.78 (2H.d RXf d, J=13.4Hz,-S0C 
H 2 ), 7.20—7.40 (2H f m,benzene-H), 7.50 — 7.80(2H, 
m,benzene-H), 8.54 (lH,s ( pyri mi dine-H) v 13.60 (1H, 
s r NH) . 

yvmii-Vr (C19H21N5 03 s 2 ) 

m^m(%) :C, 52.88 ; H, 4.90; N, 16.23 
(%) :C, 52.87 ; H ( 4.85; N. 16.27 

[0109] tmmmi 05— 1 06) m&mi o^t 

[0 1 10] 
[«1 31 



3 9 



(21) 



4 0 



5-112 5 59 




JL.COOC 2 H 5 
VSCH 2 V 









»jSK°C) 


IR(c» 


Mass (bi/z) 


NMRU) 






R 3 




CC=0) 


(M* ) 


(C'-H) 


1 0 5 


4- methyl - 


1-piperazinyl 


112-114 


1710 


428 


8.51 


10 6 


4- phenyl - 


1-piperaziny] 


182-183 


1705 


490 


8.55 



[01111 CHJSWI1 0 73 ^^^I/>2 0mUc:2 
-C ( 1 H-'O-X-Y $rV— tt*^ 

HO -4- ( y^^jL^-iVT^J) - 5 - tr y ^ 

^essH- h j ;^5 %4cms 2 omi zmz-tim l 
/u-) /kx^/io -4 - ( 2-.x h^^ac^/^r 

7g (iR*£3 2%) £f#*r 0 
[0 112] ft^C: 1 7 4—1 76t; 
IR (nujol vw.x cm" 1 : 3340 (NH), 1700(C 

= 0) 

Mass m/z : 4 1 9 ( M + ) 

NMR (DMS0-d6 ) a : 1.29 (3H f t, J=7Hz,-0CH 2 CH3 ) , 
2.70 — 3.10(4H,m ( -NHCH2CH2-), 3.12 (3H,s,-0Cifc> , 

4.28 (2H f q,J-7Hz f -0CH 2 CH3), 5.00 (2H,s,-S0 2 QL>-), 
7.30 —7.50 (2H,m,benzene-H), 7.50 —7.90 (2H m,b 

enzene-H) F 8.17 <lH,bs,NH) , 8.65 (lH,s f pyrimldine 

-H), 13.85 (lH,bs,NH). 

TVmfrVr (C18H21N5 o 5 S) 

JSf&ffi (%) :C, 51.54 ; H, 5.05; N, 16.70 

mmm(%) :c, 51.44 : h, 4.8i ; n, 16.43 

[0 113] CSOiMl 0 83»ft?C^l^V5 0»lfc2 
- C ( 1 H-\yX^f ^y-f—)V-2.-4)V) 

<7)6&ftl7k^S 1 7 ml £:Sn;c . jjaftfiHTF. 8 0%m ^ 
nn»Mf!4 . 3 g ^ICT4WjSff 
LfcfiL ^KK^hU^A^7)5%7KigiK2 0ml$rlriI^ 

EES* US. «atE£»BP^f-;Ui: it^JV^—^V^m. 

?s*^??*saLT2- c < 1 h~^>x-t ^^y— 



5 -try s yy*/ui<yixf /pxxf /i^o . 9g (iR 
^4 9%) £f#*. 

[0 1 14] MA : 1 7 6— 1 7 8«C 

IR (nujol ^) vmax cm" 1 : 1720 (C = 0) 
Mass m/z : 3 89 (M + ) 
20 NMR (DM90-d6 ) & : 1.27 (3H,t, J=7Hz,-0CH 2 CH3) , 

2.56 [6H,s,-N(CH3) 2 ) , 4.25 (2H,q, J=7Hz,-0CH2C 
Ha), 4.98 (2H,s,-S0 2 CH 2 -), 7.35 —7.50 (2H,m,benze 
ne-H), 7.50 -7.90 (2H.ra,benzene-H) , 8.41 (lH,s,py 
rimidine-H), 13.85 (lH,s,NH). 

TcMftVr (C17H19N5 o 4 S) 

(%) : C, 52.43 ; H, 4.92; N, 17.98 
(%) :C, 52.58 ; H, 4.73; N, 18.19 

[0115] mz^^mit^mcosmmiz^nmr 
30 t-wmmi d mmms ocoit^m. ?u®. 

(fJimgfifrK) T«-&Ufc». Jgggffit 
(3 0%x^y^) £M£Ti£f£U^ it&^Sfe 

§?> ritSJt^OOnig^?:^ 
1$E (20 0mg) 4^0^ 

40 ?LS£ 

[one] Qwm\M2)mmmm^-T4 >rmw. 



5 Omg 

6 Omg 
4 Omg 
3 Omg 

8mg 
1 Omg 
1 mg 
1 mg 



(22) 



4 1 



?M K7^ryM~30D 
#2 0. 7mg) 

sKU JC^-UV^y 3-/1,6 0 0 0 



6 9. Omg (IH^JS 

6. 2mg 

2 . lmg 

1 . Omg 

0. 2 8ml 



[0 1171 T1E*BjiE^£J;<;^L^ 
JtfftBS (^Z7^40MS*L -X$"J — >«0. 9mm) "C 
IfiLW^ 6®g LT 1 2-42^7yaOftffi 

tt#C®f$2 0 Omg*cOjHj£ 

^Sfc#! 8 0 COit^ty} 5 Omg 

?L5£ 5 Omg 

r? — >-X^~f- 4 Omg 

fflttSft-fe/i'O— X 3 Omg 

hHo^f x7°n e/^-k/^D- ^ 1 0 mg 

^/^^f/Hr/l/O- .X^/US^A 2 Omg 
[0 118] CWHHTO SffIM2h|s|^LT. mffl 

mg£ 1 ^^VWfr^yWCj^Lfc. 

^K^7hL-30D 138. Omg OBiS 
#4 1 . 4mg) 

^iJJC^I^V^yn— ;P6 0OO 12. 4mg 

9)l>9 4. lmg 

7>f^y80 2. lmg 

* 0. 2 8ml 
»*tt«83W2 6 0«0&J& 

SSaM3<7)ft^&M 2 0 Omg 

^igfiiffcJBt 6 Omg 

mmwmmm\ 2 6 0mg 

1 ^"y^>m^y^)V 7 6mg 

[0119] mmms d simms o^yk^. futs. 

-Xc04%*i§S*^L^^r7^^ V^U «^ 
!fl8&£f#*:. §5iSLT 1 2-3 

^mms o cnvc^ 1 ®} 5 0 mg 



4 2 

¥L$f 

[0 120] C^S0CT6D 



1 12559 



1 0 Omg 
2 Omg 
1 8mg 
2mg 



09 5 T^vr^^ara^Tteffl^^jgffi^^ 

mg^2^Hf^^V^^°-b:yH^JSL^o 

10 ^H7^T7hL-3 0D 104. 7mg {WS&SL 

#3 1 . 4mg) 

^ijXfl/y/ijn^60 00 5. 4mg 

11. 6mg 

7^^y80 1. 6mg 

O. 2 2ml 

B§^43HK#J2 4 OmgCOfflliJt 

l50E£^Pfi#J 19 Omg 

5 Omg 

20 W^S^gH^J 24 Omg 

2^T-£ : 7^>'m#7 0 ~t/l' 6 5mg 

[0121] tlSSU^m HtfiM8 0^!Bj6g^ 

S#Blfg©*^#ifcU l N<o*K^hy^A;*c|gSi 

6ml£Jn;tT^»L*:^ ^fi^3 0 0mHC5:^J:3 6^ 

^simi^ro^jg®L^iR^^L. msm&m. m 

&Ltl 0 £Lt<7) £5(,Z LT SgfifeM 8 0 <n^^ 2 O mg£r 
30 [0122] 



cdo. s %7mmzmm Lfcawwfc^w 3 o 

[0 123] 
[^14] 



(23) 



%fWF?-5-l 12 5 5 9 



4 3 






4 4 


^ ft& ftN 
/H2 17*1 


wmm {%) 1 i % «i] 






8 8 


8 6 




D 1 


8 6 


8 7 


f D 


K 9 


8 0 


9 1 


Q 7 

17 . f 


7 Q 


7 9 


9 8 


7 4 


8 0 


9 2 


9 9 


7 3 


8 1 


9 6 










8 2 


8 2 


± * ~f — A* 


9 0 



[0 124] CISKM2D WK^fHSUf^ffl 

^aco o . 5 %immzmm \^tc.wmfc£m 100 mg/ 



ft. 

[0125] 
[^15] 



^ S5 W 


mam (%) 


I m m m 


wmm (%) 


6 3 


6 8 


9 2 


7 Q 


6 6 


8 3 


9 5 


7 8 


7 9 


6 5 


9 8 


5 8 


8 7 




9 9 


4 4 


8 8 


7 6 


1 0 2 


7 9 


8 9 


6 8 










9 1 


9 5 




6 6 



[0 12 61 tMm,M3] H + /K + -ATPase 

( 1 ) H + ~ATP a s eCO^K 

J?CO«T«¥^JK)B^J: ( Sac c oma 

n i ) £}<7)JTifc (Biochem. and Bioph 
ys. Acta, 464, 3-7. 3 ( 1 9 7 7) } <D^fe 

(2) H + /K + -ATP a s e JStt^Slfcg 

^fek H + + -ATPase. 2 0/igSaf/m 
I „ 7 0mMTr is-HCl (pH8. 6). 1 OmM 
KCia^5mM MgCh ^ 3 7^6 0M>f ^ 



a^UAW(Fiske and Sbbaro 
w) <03fSC J. Biol. Chem.,66 r 375 

(1925)3 teaptTweut. nmaitt* mm: 

fe 0 ^cO»*^^#»[^t^!fe|60H* /K + -ATP a 

seiztt-f&soxmmmm < i cso) $nR#>mi 6^ 

[0 127] 
mi6] 



(24) 



5-1 12559 



4 5 



4 6 



I i M 


I C 30 <M) 


n sk m 


I Cso (M) 


6 4 


2.3 X10" 5 






6 6 


1.7 X10" 5 


9 8 


1.6 xi<)-» 


8 0 


1.6 xiO" s 


9 9 


1.0 xlO * 


8 5 


2.1 xiO" s 


10 9 


2.3 xlO" s 


8 7 


2.5 xlO 5 










9 2 


9.4 xio-* 


* * 7=7 — 


5.0 xio 



[01281 cs£KM4 d aismmm. 

#312 5— 3 0 g«ddY^JtttV>X (lSf5E)& 
i;«t!2 2 0-2 5 0 gcOSD^Jttt? 7 h (1»5 

*^fcl®igLJt|IS&098 7 . 9 1. 9 8K#9 9 coffc 
■&m. #5 0 0mg/kg£*amJ8!lKl*J&-5-U 7BH 



* 1 0 1 2 9 3 CfS«P!<7)js8*;) _hfeM^M^± 

WttffitftSf^ffl. Wlfcft^iWfftti&tf H* /K' -A 
20 "f-RetWfflT-*^.. 



(51) Int. CI. 5 

CO 7D 209:00 
239:00) 
(C0 7D 405/12 
239:00 
307:00) 
(C 0 7 D 409/12 
239:00 
333:00) 



F I 



^kS®Sf^H5*iBriljB35#334^ 
«HftSfJWffl®F8Pr^^«aS^5«1823 



(72)?§BJ|# msj HJH^ 

S^Sm^if»l|J©Bri060S: 6 -403^ 
(72)f&BJJg ftjgi 

^S!R^llji«SefflBn66»40^ 



